
H ;z|s: g # ^ )r 

JAPAN PATENT OFFICE 



PCT/JP2004/011329 

30.07.2004 



REC'D 1 6 SEP 2004 



WlPO 



^> ^ mm t m - X ^ :l 1 1: mm t & o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



PCT 



m m ^ B B 

Date of Application: 



2003^10^298 



m ® # -i- 

Application Number: 
[ST. 10/C] : 



mm 2003-369494 
[JP2003-369494] 



m m 

Applicant(s): 



A 




.1 . 

I.'" 



i PRIORITY DOCUMENT 

■ SUBMITTED OR TRANSMTITED IN 

I COMPLIANCE WITH 

I RUI*B 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2004^ 9^ 20 



BEST AVAILABLE COPY 




ttifE#-^ ffiiE# 2004-3078857 



2003-369494 



l/E 



l#31±] 



339-03555 
¥^15^10^ 29 B 

A61K 9/00 
A61K 31/00 

^Mi*^ < t^Tfrm 1-1-1 ^ia^^Tj0cviAmil^^#ll:'^W^m 



cifto < {^Ttrm 1-1-1 ®^^f Bfc^Ai 

301021533 
100091096 

100118773 
MB W 
100111741 

#M2003-285422 

¥m5^ 8^ 10 

#i^W^o^H 1 
W» 1 
HM 1 

1 



miE#2 004-3078857 



#112 0 0 3 -3 6 9 4 9 4 ^->? I 1/ 

m^m 1 ] 

i;4^y-A(D«MI?;&^ -7 *:x.7r^y;i.3i; >^ (^;l/it 0 -70%) , 7*>?.7t 

f-^^;i/jc^y-;i/7 5 >^ (^;i-itO -30%) . y t r ^'J ymmi> L < it^mr )V 
^)l'V>mm.m (•=&;i/ibO-30%) . :ff>ir^}ti^vm. mmMmi>L<liy^>^yr^ 
P)Vir^}-^U'-)vm (-t^vJtG -40%) . isxz>'=iu:^7-xi-}i^m (^^vJt 0 -70%) ^ 

[if*:* 31 

V *°V-A(7)|i^^s30-500ninT'2b^, gl^:^ 1 3 <^v^rtL;&- 1 «Hfa«cOi^^^tt 

im^m 5 ] 

Il»*]^ 6 1 

im^m 8 1 

y 'i^°v-A(^^f-^'mi£:d^-3o— lOmVT'*;!,, m^msmm<D^&^mM.mmmtfzit 
mMm 1 0 1 

m-?-^ 1 -3000010 T'* . y ^/:«?-geK=^ffiv^^;v>j#'^{i, y>^°V-Al|£^^a 

>5Sisi-5ooooo«-c^;5. it^]g 1 ^-p, 9 <^v^rtL3&- 1 :^\z%^m(D^m.^mB.x^mm^ 

IW*^ 1 2 ] 

M^^^;!/^ ^xSHIiil. ~> T y xxMEaM^I. 3' -i^r y ^ h -9- 5 vHMift 

1; 3-v>y-^4 b;^N$im> :^y =fT>'y-;^5-t:lim. y =^-7 > y - >^ 6 y\«|M. ^ 
y =f-7>y->^ 7:^^11^ :^-y ^f-^^y y 9 +-MI^> 9 
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umm 1 3 1 

m-mm 1 5 1 
im^m 1 6 1 

m^m 1 7 1 

1 8 1 

2^^j^tt«.:^-'KiJ^. i^^ttil^m. 1=2^. naili^. 03^^, li^. Uii^. JFFi^. Wife 

^ Mttife. ^^A. T-^#2fe. liife^ MiP2fe. *^ittS2fe. m'&mm. mm^mB.. v -t^ 
m^m 1 9 ] 

y^il^^^^^iJ ^ ^-^--f YiJ^ > ' ^^ij^ siRNA^DNA^ t'<7) 
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[0 0 0 1 1 
(0 0 0 21 

^itiI<^gI^-^-y xiJ^W (NNI) lcJ:oT^3^^ifgi-*#fi<Ji^<D-'Mi: Lr. r 
^ffi»^«S*I,M^mv^»*)-r^mt;^itf5i=-^ii'>;^xA (DDS: F9 i^y'V^N-'J 

* :^6<J*tf6l D D S <^ m^i!)^^m $ tL-C v> o <^'f&<^)#l^ js V> T iflf^ffl O v>:^e<j^ 
I6]DDS■:^y*t*l-<^mMtt>{|«•mg$tL-Ci5l9. -eOTfTJ^^mfiiSv^^j^H 1 O^^R^^x. 

[0 0 0 31 
[0 0 0 41 

S rt^ t:: i5 v> T t /i^^ ^ ttj^c <7) {± ^: < ^^ik<r>^m:ifi±^^ \zmn'^ixX^^^%(OX^ 
[0 0 0 51 

DC-SIGN. DC-SGNR> -^y ^ ^>^<DC-'S^ -i -fU^^y. -yiTV 

V ^^(o\9 A-rvi7^y^ -ry -;^-e-V ym^^i^^j:t'<7)?^ ^ -z^u^^y. r^wt' 
L^'fyv^'^>'. ^ ■:fiy^^y. :ffUi^^y^i^<D^m<D\y^^y (mm. 

v^DD S U Ki: LT^B^tLTirv^S (l)Yamazaki, N., Kojima, S.. Bovin, N.V 
., Andre, S. . Gabius, S. and Gab i us, H.-J. (2000) Adv. Drug Delivery Rev. 43, 22 
5-244. 2)Yamazaki, N. , Jigami, Y. . Gabius, H.-J., Kojima, S (2001) Trends in Gly 
coscience and Glycotechnology 13, 319-329. http://www.gak.co.jp/nGG/71PDF/yamaz 
aki.pdf) o 
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[0 0 0 61 

i^ir^-'^X'f >^/;^tL>fcv>^<^7&«^^i:^^•e^;5) ( l) Forssen. E. and Willis, M. ( 
1998) Adv. Drug Delivery Rev. 29. 249-271. 2) iiS^^it • ^ffl^li(1999). ^B<0 

DDS • *ti^^3t'>^xi^. 159-167M^ -v - :^;^tt. o MiI<^:9-^EM 

m *f ij^ L D D s T ^ , mm^^-t^ mmm^m^x l tz >; *° v - 

At'ov>T^T<^W^5i5^'btLT\/>-2>;&s, '?-tL^OTOfFffi{±^'^^ (in vitro) KX^ 

(1) DeFrees, S.A. , Phillips, L. . Guo, L. and Zalipsky, S. (1996) J. Am. Ch 
em.Soc. 118, 6101-6104. 2) Spevak. W. , Foxall, C. . Charych. D.H. . Dasqupta, F. 
and Nagy, J.O. (1996) J. Med. Chem. 39, 1018-1020. 3)Stahn, R. , Schafer, H. , Ke 
mchen, F. and Schreiber. J. (1998) Glycobiology 8, 311-319. 4)Yamazaki, N. , Jig 
ami, Y. , Gabius, H.-J., Kojima, S (2001) Trends in Glycoscience and Glycotechnol 
ogy 13, 319-329. http://www.gak.co. jpAIGG/71PDF/yamazaki.pdf) o Lfz-^^^X. M 

mn^^m^M(D^m^m^j:mm^^^Lfz'} - M.■l,z'D^.^x <Dmmmt^i^]^W}m ( 
in vivo) mm^^ibtz^7hmj:w^ii. ^fitxmm^x^^k(Dmmi!)mw^Mmm 

[0 0 0 7] 

<Dmms'a^mim^^j:t^^mmi}^<^skWi^-^mmir^fz!!b<DBDsunt ltu -ffy 

V j^°V-AOW^^5i£B$tLOO^;5, (Lehr, C.-M. (2000) J. Controlled Release 65, 

19-29) o L-i!)^L^j:-b^h. zitih<D^} ffy V t i.xmm'^m^^fzmmm.^mmn.') - 

[0 0 0 81 

{±1; ^:^-^e«i' ^ (t: Fn:3f~>^^;v) T \ ^ ^ ym<7y^5^^W^it^W^ 

mzm^x^x^ n m.7m.it $ ttr ^ t -^^wl t -rhmm.m^ >; *° v - a is j; 7 > 

-;^2*lil> 2' h 7 =f 9 i> h - >^ EHM^iS <t D^3--7 =r 

[0 0 0 91 

7'^)^'i^)--y7.7-MtWi^^ftX\/^i^i!-^tZo 
[0 0 1 01 

[##^:5:fi^ll Yamazaki, N. , Kojima, S. . Bovin, N.V. , Andre, S. , Gabius, S. 
and Gabius, H.-J. (2000) Adv. Drug Delivery Rev. 43, 225-244. 

[#^#11^:5:1^21 Yamazaki. N. . Jigami, Y., Gabius, H.-J., Kojima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

l^^f^-X'^Z \ Forssen. E. and Willis. M. (1998) Adv. Drug Delivery Rev. 29 
. 249-271. 

-^63^1^(1999). 4*afiODDs - mmmm=y is 
9-167H. umv^-i-ju^ 
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IW^WfXIskb] DeFrees. S.A.. Phillips. L.. Guo. L. and Zalipsky, S. (1996) 
J. Am. Chem. Soc. 118, 6101-6104. 

{^<!^VfXWi6] Spevak, W.. Foxall, C. , Charych." D.H., Dasqupta. F. and Nagy 
, J.O. (1996) J. Med. Chem. 39. 1018-1020. 

{WS^W:Scm7] Stahn, R. . Schafer, H. . Kernchen, F. and Schreiber. J, (1998 
) Glycobiology 8, 311-319. 

mi^W^:SCllkS} Yamazaki, N., Jigami. Y. , Gabius. H.-J.. Kojima. S (2001) Tr 
ends in Glycoscience and Glyco techno logy 13, 319-329. 

m^^WX^B] Lehr. C.-M. (2000) J. Controlled Release 65. 19-29 

[0011] 

^mtfzimmm(oYyyvr')^^v~'y:^'rM. (DOS) t Lxmmx-h ^m&}ii^\flim)Ds 

[0 0 121 

fzo mn&}ifim\^')^v~j^j,zii^ vT'j ;v;v-f xxj^$i(sLex)>&^ig'g-L-ci5i9> mmu 

[0 0 13] 

tZo 

[0 0 141 

[ 1 ] mm-^^ u ^ y - ^mizm^ $ ttx ^ mm^m u v - a t^tf^m^mMsmmm 
tfzimmmmmmM. 

[2] V^y-A(Dm^mm!>^. y^:^yT^V)Vu^)ym (^;vit0~70%) . 
7T^i^;vj^^y-;vT5 >^ (^;vjt0~30%) . 7*>^-7r^i^:^mS<> L< 
r)\y^)V')ym.^ (^;vjto~30%) . •ffyir')'^'yYm. L < -7 * >^ 7 r 

^V)vv^)tu~)vm. (^;vjto~40%) > m^xfuv 7.7^x2 -)\^m. (^;vJto~70%) 

[3] mm<omm^i>xf^mi^mm'^fixm^'^ixx\^^^. \.iWz\ii2'\<r>^msEm:^. 
x^mmttz\,±^mmmm^mm. 

[ 4 ] U .-}^° V - A <7)Ji*S>Ji^30~500nm-e* -2> , [ 1 ] 5&> lb [ 3 ] O v^-r*L:d*<^2fe^14^B?^i^ 

m t fzimmmmmm.^^. 

[5] u4?v-A(7)^#;5«5o~3oonm-c*;i). [A'\<D^m^mB.^f^mtfziimmmmm 
[ 6 ] u V - A <^jas;5*7o~ i50nm-eab ^ ^ [ 5 ] (Di^^^mB.mmm t tz \twmm 

[7] U^V-AO-1f-^mfii**-50~10mVt?afe-l., [ 1 ]:*>(b [6]OV>-f ^X56><^3fe#'tt5^ 
[ 8 ] 'J *° V - A O-fe*- m&;6*-40~0mVt?* > [ 7 ] (^ife^tt^mt&^Seffl * fz ti^®fffl 
[9] UsJ^y-AO^f-iJ'mfi^'-SO — lOmVeab^. [8]Oi^^i^^j^A,?&^ffl^/^{i^ffif 
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[10] v^°y-j^iz^^Lfzmm<^m^mm-^^. v^Kv-Atr^^^-^^u 

v-i. i*s^^^i9 1 ~3ooooii-e*f), u >'*-ge®^fflv^^v^j^'g-{±. 'j5}^°y-Ai 

3B^^^ «? WLm-Booooomx-^ ^ . [ i ] <b [ 9 ] o v^-r ^rjj^oifejsn^^mf&^ffl ^ fz im 

[12] *tll75-";u-f ;^XMHMII^ i^T V ;v;V'^ ^XSE^m^ 3' -vT U b 5 > 

Ti.s-^^y if:i--;^z:^^, T;v7Ti.4-7>y vf:t■-;^rMlft^ T;V'7Ti,6-7>y if 

mm. v-j^-mm. 2' -^^i^i>\y^^ Y-T.^mm. vy^'y)vy^ v-Tsmmm. 
-:^-=mmii-^ht£hm-i)^hm^'^fi^^. [i]:d^^[i u<o\^^-rP'i!)^<o^m.'m^m^Mmt 

[13] >:^-5eK=Sr^L-C';^v-AMtc^'g-$tt-Cv^^, [l];6-ib[12] 

[14] y b jf[LvtT;v'7'^ >t f^fi-^ vjfiL?tT^'7*5 >-e*;i>[l]*»ib 

[ 1 3 ](7)v^-rtT^;^^<^2fe^tt^mr6^ffi^ /c}i^8lffflE^im%. 
[15] ')^y-2^mi^iiXf/tfz\,t^)yij-mi^9.-bm-^m^-^^x\^h. [i]7&-p>[ 
1 4 ]<^v^-rtL;i-<^2^?:^14;^Mv^^^ ^ fcfi^ifME^mBK!^, 

[16] V sKV-Am^sitK/^ ^{iU >*-Sa®t'T5 y T;V3-;w«:^'g-$-^^C: 

[17] V5ifv-A^;fej:r>vt/c{iU>:*-gaKich'j;^ (tKn:¥v^^;v) t5 

$tL-cv^^. [1 6](^i^5:^tt5^mr&l^ffl^7t{i^ilfMB««%. 

[18] 2^^tt^m«2fe. ife^ttiaj^B, 1=3^. PiMi^. Wifes M^. Jjiife, ffFi^. # 

V ^ ym^^^'r "^ij ^ y-^m^W. irC^^ YiJ^y ' ^"^iJ ^ y^^^^^. siRNA^DNA 
[0 0 151 

[mM^mmt^fziboM.A<oj^-m] 

[0 0 16] 
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[0 0 17] 

Mo W.WL\^fz')'^y--l^\tm^U^iS3^XJ'^<omm(D^WSmK'^'0'iLtft (phagocyt 

osis) . mm.nxn%\^x\i^^mn^m}^ir^o c:<:oj:9*^*-xi.-c2^^i±5^,fj^^ 

[0 0 181 

i:{±. -tlxi^^^, DC-SIGN. DC-SGNR. nViJ'^>. -;^^S^Vi^-g^>'^OC-i5^ 

)v^7.m^mm. (STt^^mu-^i-o j^i^t. m) . ~yT'))i')^^:^mmmm. (112 

) , 3' -vT cms) , 6' -'>T U h-^f 5 >HMiI (EI4 

6) . T)^^yriA-ryy\£:t-7s-mm. (mi) > TJv^Ti.e-T^y tf^r-;^-*!^ ( 
ms) . T)^y Ti.sTJi'y ri.e-^y y v^) t-:^=mm im9) . t')rf-7yy-7.3 

(m 1 0) . rf-^y 4 by^Mm (mil) . 
(11 1 2 ) . ^^)':S'^y J -7.^ J^m. (HI 1 3 ) . •^^)^-^y J -7.1 -xmw^ (H 1 4 
) , rf^^y-y^ (HIS) s =f^>y-;^ 9H — «I0 (mis). 7 

iJ'b-x-Mift (mi?) . 2' 3 v';v9i^ (His) . y7 3:>;v7^ 

h-7>EgM« (HI 9) . 3--7 3v';V7^' h-^'^HMm (il2 0) . 3'-i^T V ;^9i5^ b 
-;^H*liI (1112 1) :feJ:U''6'-'>7U;i/7^ (112 2) ii^mfhix^^o 

[0 0 19] 

( 1 ) ^^nn'^ V *° y - A <^#m 

flfe=^^i*i-^o ^^^<7)U :^V-A{i, HI 1 ~ 2 2 tc:^$tL;g> J; ^ -e<^^M-r^*?*> 
J!l«®tc||$I;6^ ^^L-CV^;5»o MtiE^U Ji^V-AOJ3iS®tw^'^L-CV>T"i> j;v>L 

[0 0 2 01 

^°y-A^#^^;2,BgKh L-CJi. 'gaix.tf. 7 * x 7 r f- v JVn U "7 

^ v?;v 3 'J ^ 7:i->^7T^ v;^ 3 U 7 n ^ ;v 7 * X 7 r -5^ >^ 

^7t, 7*;^7rf->^;VJ^^y-->VT5 LT{±> VX^) TsY ^ )\/y 

ft^T;V^;V'J LT{±. 17 5 V h ^ ;V7 * >^ 7 r ^>>' v?/n°;v 5 h ^ ;W 

•7*;^-7rf->^>m. v^;^xTi3-f ;w-7*^-7T-?">^>^^ v-b^;v'J 
V KMi: LTfi, iJ^V KGM 1 . p^v^^U ^i" v KG D 1 a, :«r>^^V:t->K 
GT l b#3&*. «SJiiKISfc LTI±. jS'^^' :J^;V3v;Hr^5 9^ h 

mtE#2 004-3078857 
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'yjV-i:y<Y\ ^^j^^r^K. ^ut^-yVmH^. 7 t 7 i-'J ^^Mt L 

[0 0 2 11 

Jto~70%) . y :)t 7.-7 7^V)vj:-^ J -jivr ^ym (^;vjto~30%) . y^^^yr^ 
y ^> t < (iftiir ;i/ ^ ;v U vm:^ ^i-Jt 0 -30%) . ifyV')ir -> vm. mt9. 
m^\^<^ty ^:^yr'}-V}v^^)^u-jum. (^;i'Jto~40%) ^ i&axfuv 7.7-0 

m. (^;vJtO~70%) =S:-^tf ^>03&«WbtLSo 
[0 0 2 2] 

[0 0 2 31 

v;^xn-;v, 7 * ;^ "7 r f- v;i'J^^ >' -;V7 5 >IS. y it 7.y 7 "J-V^WM.. ifyi^') 
ty MJ3Sfi«% t< ^±7:^->^7T^v;^^^V-b^-;^«^:gB'g•^^i:i■'2»JitSi:l?• 
[0 0 2 41 

y^Viri^ F« t ^ {± 7 * 7 T ^ V ;v V -b n - ;HS(7)@B^{i V > :^ - 

[0 0 2 51 

#7{)«w=>tiSo m^ii. v^y-j^momwy *:^yr^-j)v^3r y^)\,T^y±iz^ 

«7Kmb-r*o mTjcl^-fb-^J^o-^^ii, Tlfi^ (i)>S:(2),^(3) #T♦^$*^ 

& o 

X-Ri(R20H)„^ (1) 
H2N-R3-(R40H)„^ (2) 
H2N-R5(0H)„^ (3) 
[0 0 2 61 

i ^ X'. Ri . R2 , R3 . R4 J: U% Ei^^ ^w{i:9'l'!i«I<^^'fb7lc^0I=Sr^ L. Xli U 

v-Ajisfcii:®5t/c{i^3|fffl<z>-'iffiitmti^'^-rs-s:isi4wtg*«r^L, m^it. cooh 

ttiaE# 2004-3078857 
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. NH. NH2. Cm^-dmifhfi^bo nJig^^^r^-to 
[0 0 2 71 

TU'-^'V-A^r'f^^-r^:^^* (#^2 000-302685-^) m<oyjm'^Um-t ^ t 
[0 0 2 8] 

[0 0 2 91 

2^%^<^hU;^ (li Kn^'>>-^;v) 7 5 7 ^ ^ >^<^^5:^^l^7K.tt'^b'a•^i^'S:fflv»-S#- 
^* ti . V ^ p ^ V 3 - ;w ^ ^ ffl v> t^^fe o^Tlctt'fb:^^ Jt^ L r < o o 

^ L v^o -^j X. (f . :^mM (o^d Kmm. ^ V - A ± L T -e <^^™Mtg ^ 

[0 0 3 01 
[0 0 3 1 1 

o-^l^^i^ij =i-;nf;^;^^ v^5f-*;i/;<.^ v:Tv- n-;vvf 
;^>5>;v7*;^^'>-$f-*;vxiJ' v:t-- 2«|i^m^^jnx.T;g:S$-^^ ^ t tci 'J 

[0 0 3 21 

a^lS-g-^-^T^) J:v>L. ^hiz. «im«rU v*-®aK=Sr^^LT|t^$-frT*> J:v%o ^ 

^oj;^^^SS:o«im^^Ki-^>iticj; #^o:^fi^M^^ />:{i^t^5t^^^^g[6]i- 
;?> :i t ;6-'-e ^ . m^c7)i^;S;^am<7)j^il^^f^i--&c:tl'J: 19. imm(0^) y^y - 

[0 0 3 31 

L/C V 'i^ V - A y > - ® e j; Ijf/ f tz \mm^m^'^^fz 15 9 t L v>o 

ffiiiE# 2004-3 078857 
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[0 0 3 4] 
[0 0 3 5] 

Yikmrji^y^y (hsa) . •^vMT;i'r^>' (bsa) ^<^S!j!^(^iflL?tT;V'r5 > 

10 0 3 6] 

[0 0 3 7] 

J: V^o 

[0 0 3 8] 

^•r';*°y-A^W^::^eK=^^'^$^^^o V*'V-A^. NaI04. PbCOaCC 
H3)4^ N a B i 03^<7)m'fb^J trusts LT. U *°V-AMMiC#^-t'2>:^*>i>^U :t-> K=Sr 
m^kL^ .^^v^-C. NaBHsCN. N a B H4^0K^^Mv^-C, U :^ 5& -^SS t U *°V 

3,3'-i?^:«-lfx:^;V7*;^^''>-$f*;i/"/nfcf^^- a:.f-V>^iJ =r-;Hf>^ 
[0 0 3 9] 

[0 0 4 0] 

y - A =^ ^7k.mt1- s o 

[0 0 4 1] 

i,z^ii^^^-\i^xxf^mmm^<Dm^^^\^±^^:ho ^tm. ';>^°y-AM*5j:?7 

[0 0 4 2] 

ffiSE#2 004-3078857 
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^mm<DM7f^^^> NH4HCO3, NH2C00NH4^<^7>'^^'i'A:^=SrfflV^Tjru 
if)v^\y-y^ i^^^Mf;?.^^' v-<f^;i/7'n tf^j-^-s- s^;^ 5 f-'^u;^'^^ - h 
^ v^- 3-;i/if;^;^;i/-7 *;^^'->-5 v;^^- 

;W7 5 y^k$tt/v:«IISi:«:^>g-$-fr. El 1 ~ 2 2 tc^^tt^ J: 9 ^; V ^V- A'S-^J&o ^ 
[0 0 4 31 

:*:%^<^V 5^°V-i^<^^#}i. SO-BOOnm. 0t L < {i50~300nm. $ tcSf ^ L < {i70 
~150nm-C*So tfz. •^f-^'mfi{i^ -50~10mV> t L < {i-40~0mV, $e>tC«FtL< 

{4-30 — lOmv-c^^So ^§i?goE^m^t>i'^ttL3 u '"^°v-i^^itw®^^c^v^T. ^ 

M l^-fRl ^ t T i^r.v^ U 5}^° V - A , il7Ktt<k $ n-T is e> -f MH?!)^"^'^ L VJ^ V - A , 
V - A O 4 V #y tL?> o 4 U ^ v - 

[0 0 4 4] 

SSKl^i^^l? 1 ~60'I@. SfJ L<{±l~40'f@. $ fbtcjft L< {± 1 ~20'(@-C^^o t 

{4 1 -2000010. ^ h ^zUt L < fi 1 -lOOOOl®. VM4l00~30000'fi. Sf ^ L < {±100 
~20000'(i> $ h {'$f ^ L < {ilOO-lOOOOIS. afe^ v> {4500-3000011. $f ^ L < {4500-20 
OOOIi. ^^{Cif i L< (4500-100001i|-C*;So y >:^;-Ma®=^ffiv^^v^Ji'^{4. V'i^ 
V- A 1 J^T-^ >3 ^1^1- 50000010 > 0t L < {4 1 -30000011. $ {;§f * L < t4 1 -100 
0001im±<7)$|^Sri^^:^-fr* i ii^&^-e^ -&0 
[0 0 4 5] 

[0 0 4 61 

, i5a^$tL^jv*;5«. nife. iJ85t^Bi5^m> :^ife> mm^. m^. m^. m^. jffife> 

. Wife. ^)35fe2fe> mitlfex i^^#:5fe. Mife. Mfiff2fe> ^tt'tt^ife'it'O-^e^Jife^tt^^m 
[0 0 4 71 

^^m<^^M^mB.mmm t i-zimmmmmm.^mii^^tsmmi^m^v {4. ^ 
m^mm> ^^mmm. m^/^M. mmm. m^4)V7.m. jkmrn^n 

[0 0 4 8] 
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^-i/': 10/ 



[0 0 4 9] 

3 X -r n - =Sr^tf |g« ffi XV^V-J^^ M^-T <g> C i: i 19 . m^J^ti U ^i^" V 
[0 0 5 01 

'yTv 4 7.immmt -fz It ^ fit mui^^-^^^^y. p- 
$i^tir^^tKx^xmm-r^o &mm<D7ii.^WitLxi.i^ ^m^^ti^. yv^m^'t<D 

[0 0 5 1] 

^?tm<ommm.^m<r>n^mmii. m^^fi-r. ^la. mnisc^. mmmt. m^^m 
m(D-^^-mmrM'M.M.m(r>m.mzmzxm^^ix^o 

[0 0 5 21 

[0 0 5 31 

^hiz^ ^mM^&sT<Dmmmiizx<:>x^i^mKmmir^i!i^. ^^mii^ii^h<7>mmm 
mmm 1 1 

[0 0 5 4] 

V^y-Aitm^^CD^m (Yamazaki, N. . Kodama, M. and Gab i us. H.-J. (1994) Meth 
ods Enzymo 1.242, 56-65) l,zxy). efc^M^f -^^^W'^^lrffiv^-Cpm LYco -f^Jti^^. 

35 : 40 : 5 : 15 : 5<^#J'g-<^'^ftJ3gKfi:45. 6mgK n - jw^-^ h U A =Sr46. 9mg» L. n 

^-lir^itlCio-CJltSM^^fwo nhfifzmMm^THPSmmm. (pH8.4) 3mHCJ^?S. 
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^-v': 11/ 



@^?feMLT> 3l0^5S:^-b;i/Ji^?S^#/Co ^hiz^ 5 ■fe;vMS?£^rPM10m (AmiconCo 
..USA) i:PBSJ®«tet(pH 7.2)=SrffiV>/c|5miSiai^56Ht*5l-'U^V-A (^J^JamoOnm) 1 

2 ] 

[0 0 5 5] 

u V - A jiismM -hoBTfcmk^nta 

*ifef?!ll-ef||Slt/^U5KV-A^m0ml«:XM30011 (Am icon Co. , USA) i:CBS^^St&(pH 
8.5)^fflv^^cI5I^1-?i.3§try{iHtM<7)pH=^8.5lC tf^o li5li|i^^bis(sulfosuccinimid 
yDsuberate (BS^ Pierce Co. , USA) 10ml =^^jnx.> 25X:-^2m^mWLfZo ^(O^^. 

pH 8.5)-C^^ii3itw5{i-tt/io -^t'. CBS^WflKCpH 8. 5) lmUC^;6^ L/^tris(hydroxymethy 
Daminomethane 40mg^';*°V-Am0mU::tJPx.T. 25t:-C2B#P^^#f^, T'C'C— Bfeii^ 
LT'J - M.m±<7)mM^zj^'^LfzBS^ iitrisChydroxymethyDaminomethanetO-fb^j^ 

y -;VT 5 >±lwtris(hydroxymethyl)aminomethane07K®^^**i£'S: LTTKW^TK'&'fb 

I«^?fl 3 1 
[0 0 5 6 1 

U ^ V - A mM±--<^) \^ h iflLtt T ;i/ y 5 > (HSA) <Df^^ 

gt^(7)^-ft (Yamazaki. N. . Kodama, M. and Gab i us, H.-J. (1994) Methods Enzymol. 
242. 56-65) K X ^ . y > ^KBm^m^^m^fZo •t^J:t>%. ^<7)KBli2^m 

it^KBx-^\^^. t-rncibiiz, mmn2x-nhfLfziom\<7)v^v~j!^mm±K^^ir^ 

:ff>'!ry}f^Y'i Iml OTAPS^^^ (pH 8. 4) KmH)^ LtzJ^^^m^^ mWti- ^ 43mg«r 

i]u^x^7MLX-2m^mwhrM3^mmm^tLfz^k. msoomt^Bsmmm^n s.o)xm.^. 

m.Mi-^^t1,Zi:^mit^fifz'}yi^y-^10m\^mzo ^<DV ~ J^WiK. 20mgOV: h 
jflL^tT;^^^ y{ESA)im^X25X:X2WmmW^. ^^trPBS(pH 8.0)i;2M NaBHaCN 100// 1 

'Srinx.Tio'CT— Bjfea# LT u sj? V -A±(Dfry^ u '> K fcHSAJ: o y ^ V > 

•t^HSA^r^-^L/Co -e-LT. XM300l^ CBS^WfSt (pH 8.5)-C|IS^iS3i^ L/i^^ HSA^-^U 
*°V-A?^10ml^#/Co 

mmm 4 ] 

[0 0 5 71 

y if:^-;^z:$|^, t;v7 t1.6v vy e::^-;:^z:M^I^ t;v7 7i.3TJV7 ri.ev^y 

h V:t-;^=J»ift> 5j-';=''v>'y-;«.3SJ»^. :tV =i'-^>>'-:^4 by^«ims U r^"^ 

>y-:^5-t:MII. ^ 'J a--^ > y - 7> 6 A!^^. ^f-r^y 7:^lM> :3-'J=r-rv 
y - ^ 8 * 7t {i :a- 'J > y - ;^ 9 H — 7. XSH^ai (Calbiochem 

Co. . USA) 50 // g -Sr 0. 25g<^NH4 mh^miJ^LfzO. f>m\imWi Jn x. > 371C T'S 0 F^m# L f^f^ 

. 0.45//m<^-7'f ;wa'--e^jitT«mo®7n*;^<^T5 y'ft:^j&^^^LT;v-f ;^XM 

HMm<75i^ V =i'>;i/T 5 >'fb'^tJ50//g'Sr#/^o ^M^J 3 xntz') *°y- At0[<73— 

ilP:^lmU' ^^1^:^3,3' -dithiobis(sulfosucciniinidyl propionate (DTSSP;' Pierce Co. 
.USA)lmg^Jnx.T25'CT-2^F^, m^^XlX^X-mW^X^. XM300M i: CBS^«?et (pH 8.5)-e 
Ra«i§LTDTSSP*«V5i^V-A±OHSAir^'^L3tU*°y-Alml*#^o ^^i*. ^ICOU 
5i?V-A?g[ir±iBO;V-f ;^XM=Mm<^^^V rii^JVT^ >"fk^%50/ig=^Jnx.T. 25t:-C2 
NF^mS^L. '5-om7t:-C-B^fem^L. XM300mi:PBS^®?^(pH 7. 2) "eiS^M LT U 
V-Am^^-^t: hjflittT;^-/^ :^±cODTSSPic;vW;^XMHIIift<3D#S^^^foy::o ■e<^) 

i;**V-A 2ml (i^J!tSg2mg. i^Sei:200Atg> ¥*l>^Sl00nm) ^J^^fibtLfco 'fl60$g^ 
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^--J : 12/ 



immm 5 1 

[0 0 5 81 

v^y-^mMm^^hskmr)iyy3.> (hsa) ±'^(7)7^' > r -73^ 
;v7i^ y7 3v';v7iJ' h->?.i2g!^^> s-^as/;!/^^ 3'- 

"7^ \-~7.ZLmWi (Wako Pure Chemical Co. .Japan) ( 1)50 /zg. X{i> 2)200// g. X 
3)lmg) ^0.25g<7)NH4HC03^V#>6^L/c0.5ml7KMl-^3n;t> 37'CT-3B f^m*^ L/if^. 0 

. 45 A/ 7 ;v ^ - -eiSig L t$|^oM7c*«<^ r 5 y 'fbs:ic« «r L r 7 ^ h - :^ 

mUc^^K^3,3' -dithiobisCsulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) 
lmg^:tn;tT25t:T'2^^. ^V^-CTt:-^— B^m# XM300mi:CBS^®?i^(pH 8.5)t?P^^ 
itdaLTDTSSP75«';*°V-A±<7)HSAl'^'g-L/cU^V-Alml4:#7to ■5^t'> iOV.i^'V 
-AfSir±ieov^ h -x-Mllc^i?-'; 3^/;^T 5 :/<b^%50;zg*]!]nx.-c. 25r-r-2^K 
L > ^ com? t: -c— B^&m# L . XM300M t Y^mm"^ (pH 7. 2) -e Pl^iiM L T V - 

5 :^ a: V ^i^ y - A t L V y - a #2ml (MSS2mg, S200 g> 

SlOOnm) if%hfLfz^ 'ftil<^3»ilM'^';^i^y-A^>fflv^^MiS=^icx.Tl^#0:^fe-Cf^iSl 
L/co 'ft&<^MiI*£'^'; 'i^V-A<^#jt^IgI3. 4i3i(y^l8~2 2 t^^-to 
[«^^J 6 1 
[0 0 5 9] 

ij sJs-y-AI^B^'^t hJllLttT;vy^ > (HSA) ±^<^tris(hydroxymethyl)aminometha 

ne<^f§'^ 

Jt^K*!- 1 LT 'J y - A ^ ii) «M 3 -Qmtz V ^ y - A ^^tTj-iasrS- 

lmH3^;^ft^3,3' -dithiobisCsulfosuccinimidyl propionate (DTSSP; Pierce Co. .USA 
)lmg^tn£-C25'CT'2^K. m.^^XlX,-^—'mM^\^. XM300mtCBSM=®?g:(pH 8. 5)-CPl^ 
M L-CDTSSP;6^ V *° y - A ±<^HSAtr|S'a' L U y - A Iml ^#:^Co -^l' > ^ O V *° y 
— A?g:iZtris(hydroxymethyl)aminomethane(Wako Co. .Japan) 13mg=S:SDx.T^ 25'C"t'2B#r^ 
IS^^L. -ecO^yrtf-Bfe^^L, XM300mtPBS^«f8[(pH 7.2)■e|5&^?t®L-CV*•V- 
AMMjfe'^t; hlfiL?tT;vy^ V±<;9DTSSPi::tris(hydroxymethyl)aminomethane0^^^tr 
ofzo -^<0^^. m2 5 "C:^:^ tL^tris(hydroxymethyl)aminoinethanet t: hJfllltTJVT' 
^ yfc'j7l^y-Ah:^)^^^L7tJt«tM^t L-C<^U^y-A 2ml (MKl:2mg. 
4200 ;ug. 2pj^*S#100nm) 75^'#e>i^/io 

[Ili&^^J 7 1 
10 0 6 0] 

ij y - A mmm^ ^ v sum r ;v y ? > (hsa) ± <d m.7^mmm 
m^mm4ttzii5<D^m::i ^m^^tifz^) 5j^°y-Aicov^T> iikT<r>^mi<zii 

y-A±OHSA ^aKM<^^7Ktt'fk^SkS*^fo/^o Jte^jte-g-U ^V-A2mUC, tris(hy 
droxyfflethyl)aminoinethanel3mg=l:iPx.T. 25'C-e2Bf^1. ^(DmX:X—m.mWLfz^k. XM 
300mi:PBS^®?g(pH 7.2)-^RB^ML*R«^^*LT. *^m%-e$) ^UTRmb^iO; 

m^fitzmmm^')^y-^^^iif-^2mi mmMmmg^ m:m&M200fxg^ ¥*i>*£Sioon 

m) ir^fzo 

mmm s ] 

[0 0 6 1 1 

^m&J-^i^oBi^ (Experimental Autoimmune Uveoretinitis : JJlTEAU) ^TJV-^^T. 

(Di^mizii. &,T<Dun^m\^^fzo 
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^-v^: 13/ 



WmiM. : ti Vii31^#M6<JSeiRBP (Interphotoreceptor Retinoid Binding Protein 

) 

^"^^•zr^V lE^J GPTHLFQPSLVLDMAKVLLD (1-20) 

j->''^>' K : ^^(H37RA)9B^ 6mg/ml -^^complete Freund's adjuvant (CPA) 
iiM*^J : WB^** (Purified Bordetella pertussis toxin (PTX)) 
[0 0 6 2] 

i$<7?C57BL/6lli-7 >^ tClEab ^ J£.W;S.T50 g • m#^&T50;u g> '&ft200/u g^^-f- 
:?)o lE^^ci9i00ng<^-&B^«*=Sri&J!]P7>^i>'N'> > L-cmiSrtife-^i-^o EAUI&ieo 
0.5%hntr3!;5 K • 0.5%:®^7 jt- V7 U >tw <t «5 iSTL^rtfcl^^^-t^rlRigil^i- 
[0 0 6 3] 

^mtm2 4lcll;^-r^o EAU«#16HS^tf-i^t^5^^t;^Co 

9 1 

[0 0 6 4] 

i; V - A <^^'f*:i*I|jj^^ft 

(iiJ^Ti^^- V V - A) -eab o /Co 
[0 0 6 5] 

EAU-7>^7;j3irfiE#-v'^?y?.lzML. Mift+y-i^V-A, ^M-V J^'V- A tL-rttS 
■7'i7XO#MI^'^<^U'J^V-A(^*a=SrfF^ffi-r*^^^afitJi: LT^To/co 
[0 0 6 6] 

>&^Ci650;«g/mUCpmL/c V 'i^'V-A^T^^-^-irj^cT^Jli^HlRj; i9#i^b. > 
^:fe-efl5j.ifiLiimcom> ^^Bl^^^imL/co 1 %TritonX-J#ii^tHG30*^<5^-^-f 

¥-(B3z:X=^)^:ffiv^Tam*^v^- b LTpmo^> 100%p« ^5^ y t n n .i>;v 

A^rfflv^-cjfflj^T^^v^*- M-'^$tL;2>';^v-A*ttmL/:o ';*"y-AS{i, u^v 

-At3^^L/cFITC<^«j¥;5ll;S*^^-^^ iJ' ^ V -^-Biolumin 960 (^V^^ 
^5 ^r^v^X=Jfv^> 490nm<50exitationt520nm<7)emissiont?fti|lJLJto 

[O O 6 7] 

V 5j^V-A tMil-i; ^°V-AO*||irM{iMi6>&v^o — EAU-7'>>^Oig.-e{i$i 
^+ 1; V ~ A ti jE^v OBI<^6li&<7)*a /Co L LUift- U sJ^ V - A T? tiEAU 
v'i7>^oBB.'^co^«{ijE'ir"7't/;^lcifc^Ll.5'f&l-t if* oTv>:5>o ms-^ 7s<r>Wi^^<o 

{iiE-^-r -> o ti- i: Jkgt L -r ^> tarisigit-e^b o /To 

[0 0 6 8] 

ife^^rj^:: L/ciat?o.?^i; s}^v-Aofl!i«9 3i.^(^Jiiin«r^i6fco j^M-u ^v- a**ea 

J;i^i>(Dt^^hfl^ (passive transport) o — V V - AtS^EAU-^ "^7 (^|g. 
t?iE#-7'^^o§R06i§<7)*« (-f ^tot>MiI-U>Hv-AtJt^L-r^4 4&<^*«) =£r 

tL^ Cacti vet ransport) o 
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^-V : 14/ 



mmm i o i 

[0 0 6 9] 
[0 0 7 01 

8u]n<*^^0n-=^'f^i!iLAxioVision r >^tt) =Srfflv^Tm^L:^Co 

■ [0 0 7 1 1 

(Drnm-^m^bhir^o ^^mo^x-ii^<Dmm'^-{y-fymizLx\,^^o-bmmr-^^o so 
^T>{±. $kmy-( yimt^. mm<Dm.m.^<o^^mM<7)W:mmmx^:h (112 e) o 

itmn<^Bm. u.mmmx^^j:\.^ (11126-F) » ttz, lE-^-r-^/j^tzisv^Ttiv^-ftLc^ 

U ^V-Atci5V*-C^>m^!^K{i5tSX'§35:v^ (112 7) o 
[0 0 7 2] 

C fH±mm+ U 4^ V - A ;&«3j^^fl5^c7)ifli^ L T V> E-fe ^ > . P-t V ^ -5^ > =Sr 

mmtLxmmL. ^<D^k. ^mzxy)W:i^Lfz!fB.m\^&mmmm'tm-oxmm^m.K^ 
mm+vy}?v--u(D^^iz^.^t^j:'oxmm-t^u^i)^^<. m^ithithizm.m\z 

mWLLX^><fzibt^^hii=ho 

immm 1 1 ] 

[0 0 7 3] 

-^«0|SI^W7&5|tm+'; JJ^'V-ATj-'ft^olc^^L/cA^^-r ^ii-ifcL-Cv^^id-^Sr^fl^.i- 
[0 0 7 4] 

mm^-^^:^. iE'n-^^:^-^mm^^o wMmmk^%if)^^ n^T)'^r\i.Yx^^i,z 

[0 0 7 5] 

(1) ik%mii^mzii^i^&,:ui)--h\&fjLm(Dm.f^mn^m^^x. yn^^^irom. ^ 

[0 0 7 6] 

(2) : t/ivi^^^E-selectin J: m>-se lectin 1 ^fetnl'l^ (^'V^ 
a-^;v^>f$: : -Y^') J: ;i.RlD«m*irL#-&t IWIItl^fi^V^x -■^in;#:R)S{±. VECTASTA 
IN ABC-AP kitiJiU^ Vector {^mmWd Red Alkaline Phosphatase Subst 
rate kit I^rffl v^T^to fco 

[0 0 7 7] 

if'ibh<Di^mi3mzid^.^x^. ^^pk^<Dmm'^^mmrr^fzk>\z. ^#=^pal7^c^ 
v^^-fe:d«m'^-r ^ i}--^^ -f^ i)^ ^vm l tzo 

[0 0 7 8] 

if§^{iia2 8*5j;iyf2 9tcil^1-;5)o E-bVj>'f->. P--feU^^-^>i: ^) icHlft+'J ^i^V 

miE#2 004-3078857 
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^-i^ : 15/ 



10 0 7 91 

EAU V -i? ;^ * E-'fe V ^ ^ > , P-^r > (D^mU^ t «|®+ U >K V - A <7)Mmw> 
^#-t ^ ^ (7) -e * o 

immm 1 2 ] 

10 0 8 0] 

E-fe I- ^ > t P-fe V ^ ^ > J: ^ J^0+ 1; .-K V - A <^^5^Ea« 

3^11+ *° V - A <^^6<;:^T-;6*5|;i^ HE-fe v f - > t p-t ^-f 

[0 0 8 11 

EAU|&^vH7:p^<^^^j|Ij^j: l3^^^;^E-selectin^#:200//g. ^ J^P-selectin^m 
[0 0 8 21 

^■Ir^^h T'«il+ v V - A o^n mm-^ ^ctifix-^fzo T V ^ yigC-^^-^r- 

[0 0 8 31 

%mmi l-^m\^tzm^^^^X^k:hh. «im+U*°v-AO;^fi<;(iE- 
-b V > tp-^r 1^ ^ > -C* i: ^^T- ^ o 
[0 0 8 41 

[0 0 8 51 

^m§<7) V T V ;i';i'-f imm.m<Dmm.-^m^ 1 7t u --k v - a ti, e, p-t 1/ > 
[HMo^m^rai 

[0 0 8 61 

S o * 

[1131 3' -'>T';;V7^' >=$i^«:^>^L7tVjKV~AO:g|it^$:^-f«^ 
[1141 6' -vTU;i'7^ yHMM^-j^-a-LT^rU^V-AOi^jtfRISr^l-m^ 

5S:IlI-eafe^o 
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^-'J : 16/E 



[119] T;i'7 7i,37;^-7Ti,6v:^y h ^) t-::^=mmif^'kLfz') ^^y-J^om 

^ o 

[m 1 °2 ] U > y - :^ 5 -bHII ?r U U V - A <^#itM "k^-tm^mx- 

^ o 

[11181 2* -y::^/)^?^ y-:^=.mmKx^^m^fitzv^y-'A(Dm^m^ 
[HI 91 >^73->;v9^ v-^mmMKxy)mm^f^fzv ^y-j^omi^M^Ts^-f 

[112 01 3-7=3->;i'9i}' v-:^=m^i^^^^M^f^^z'}^y'~J^o)miki^'^7iz-t 

[112 il 3'-:>T'; V ~ :^Hmm^^^LfzV :^y ~ A(Dmitm^^irm^ 

[112 21 6'-->T';;V7^ b-X=:*l«ft=lr^'^LfcU^V--^<^5«5t^4:^-rm^ 

[112 31 J:b«^f!ifsl-i: L-COtrisChydroxymethyOaminomethane'Sr^'a-L/i'J ^^°V- 
A(^5^^ll■eab*o 

[H2 41 mmm^i^^f^^^k&^^-rmx^^o 

[112 51 U J}^V-AOii:^SIJ^:^=S:^1-ll-e^;2)o 

[112 61 U *°V-A^^<0B#K^i§=£r^-ril-e*;2)o 

[112 71 lE'^-r^7.isXZn.k\}-r^:^X<DVy^y-M,'^:^^7j^'tmx^:ho 

[112 81 «3fcm#&tcJ:*=^mo^*«:^1-|lt?*^o 

[112 91 H-eabSo 

[113 01 Ig'g-iaWll^f^^&^^^l-ll-C'ife^&o 
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[119] 



OH 
^Ort HO 



OH 



-O 




OH 




O-JLO 



NH 



^->^: 3/ 




mi 01 



OH 




AcNHHOX-^»^l 
AeNH 




[mil] 




AeNH 



[mi 2] 




OH 



OH 




\^"o 

XcNH HOX^i^^^^ - 
AcNH 
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[112 3] 



fH20H 
HOHaO'^-NH 
CHaOH 
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7/ 



[112 4] 
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8/ 



OrgasD distrtbiitioiD of lipososne 



Q 




20ag/inl 



[1112 6] 




Imin 


3min 


5min 


Tmin 


lOmin 


30min 
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Nor control 


Nor SLX(-) 


NorSLX(+) 


EAU control 


EAU SLX(-) 


EAU SLX(+) 



[112 8] 




in, E-selectin :^ U ^ U—'^JVW.^ 
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[1^2 9] 



^-i^ : 10/E 



P-selectin EAU | P-selectin brocking i P-selectin Normal | 




[^3 0] 



^ P-selectinH- E-selectin T-f V 3^ 7^ IgG 
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1 . ^M^^ B 2001^ 4^ 20 

ft Bf m:^f|5^>ftBgEll55-*M 1 - 3 - 1 
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Defects in the images include but are not limited to the items checked: 

^ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SffiES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBITCS) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning tliese documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



